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Biological Evaluation
In vitro inhibition of Monoamine oxidase
Human MAO-A and MAO-B were purchased from Sigma-Aldrich. The capacity of the test compounds to inhibit MAO-A and MAO-B activities was assessed by Amplex Red MAO assay. Briefly, 0.1 mL of sodium phosphate buffer (0.05 M, pH 7.4) containing the test drugs at various concentrations and adequate amounts of recombinant hMAO-A or hMAO-B required and adjusted to obtain in our experimental conditions the same reaction velocity, i.e., to oxidize (in the control group) the same concentration of substrate: 165 pmol of p-tyramine/min (hMAO-A:
1.1 μg protein; specific activity: 150nmol of p-tyramine oxidized to phydroxyphenylacetaldehyde/min/mg protein; hMAO-B: 7.5 μg protein; specific activity: 22 nmol of p-tyramine transformed/min/mg protein) were incubated for 15 min at 37 °C in a flat-black-bottom 96-well microtest plate placed in a dark fluorimeter chamber. After this incubation period, the reaction was started by adding 200 μM (final concentrations) Amplex Red reagent, 1 U/mL horseradish peroxidase, and 1 mM p-tyramine. The production of H 2 O 2 and consequently, of resorufin, was quantified at 37 °C in a SpectraMax Paradigm (Molecular Devices, Sunnyvale, CA) muti-mode detection platform reader based on the fluorescence generated (excitation, 545 nm; emission, 590 nm). The specific fluorescence emission was calculated after subtraction of the background activity. The background activity was determined from wells containing all components except the hMAO isoforms, which were replaced by a sodium phosphate buffer solution (0.05 M, pH 7.4). The percent inhibition was 
Kinetic study of MAO-B inhibition
To obtain of the mechanism of action 10e, reciprocal plots of 1/velocity versus 1/substrate were constructed at different concentrations of the substrate p-tyramine 
Cytotoxicity assay of compounds 9e and 10e
The toxicity effect of compounds 9e and 10e on the SH-SY5Y cells was examined.
The SH-SY5Y cells were routinely grown at 37 °C in a humidified incubator with 5% CO 2 in Dulbecco's modified Eagle's medium (DMEM) supplemented with 10% bovine calf serum, 100 units/mL penicillin, and 100 units/mL of streptomycin. Cells were subcultured in 96-well plates at a seeding density of 10,000 cells per well and allowed to adhere and grow. When cells reached the required confluence, they were placed into serum-free medium and treated with compounds 9e and 10e. 
Molecular Modelling
All calculations and analyses were carried out with Molecular Operating Environment (MOE) program (Chemical Computing Group, Montreal, Canada). The X-ray crystal structures of MAO-B (PDB code 2V61) were applied to build the starting model, which were obtained from the Protein Data Bank (www.rcsb.org).
Heteroatoms and water molecules in the PDB files were removed and all hydrogen atoms were subsequently added to the proteins. Compounds 9e, 10e and 11e were S5 drawn in MOE. The compound was then protonated using the protonate 3D protocol and energy was minimized using the MMFF94x force field in MOE. After the enzymes and compounds were ready for the docking study, compounds were docked into the active site of the protein by the "Triangle Matcher" method. The Dock scoring in MOE software was done using ASE scoring function and forcefield was selected as the refinement method. The best 10 poses of molecules were retained and scored. After docking, the geometry of resulting complex was studied using the MOE's pose viewer utility. 
